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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application. 

—Claim 1. (Currently amended) A process for preparing a multivesicular liposomal 
particle composition, the process comprising: 

a^ ore-sterilizing all composition ingredients: 

[[a]] b) providing a first emulsion by mixing a first aqueous phase and a volatile w^ter- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid andjat 
least one neutral lipid; 

[[b]] c) mixing and emulsifying said first emulsion and a second aqueous phase iant 
mixor with an e n e rgy input to provide a second emulsion, said second emul$ion comprising i 
continuous aqueous phase; 

[[c]] d) removing the volatile water-immiscible solvent from the second emulsion tp 
form a composition of multivesicular liposomal particles of pre determined aizc relative to 



en e rgy input of nre-determined. uniform size distribution : and 

[[d]] e) filt e ring adjusting the concentration of the multivesicular liposomal particld 

composition by cross-flow filtration, | 

wherein ail steps are carried out under aseptic conditions , and wh e rein all solutionG [iro 

J 

st e nl e Filt e r e d prior to U30, aad wh e r e in th e multiv e sicular liposomal porticlQ compoGition i^ 
immediately ouitabte for administration into humons . 

Claim 2, (Currently amended) The process of claim 1, v^erein at least one mixing ptep is 
carried out in a dynamic or static mixer. ~ 

Claims 3-10. (Original) 
Claim 1 1 . (Canceled) 
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Claim 12. (Previously presented) 

Claim 13. (Original) 

Claims 14-16. (Previously presented) 

Claims 17-19. (Original) 

Claims 20-22. (Previously presented) 

Claim 23. (Original) 

Claim 24. (Previously presented) 

Claims 25-27. (Original) 

Claims 28-32. (Previously presented) 

Claims 33-35. (Original) 

Claims 36-47. (Canceled) 

Claim 48. (Canceled) 



—Claim 49. (Currently amended) A process for preparing a multivesicular liposom il 
particle composition, the process comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and at 
least one neutral lipid; 

b) mixing and emulsifying said jRrst emulsion and a second aqueous phase in a mix er 
vyith on energy - input to provide a second emulsion^ said second emulsion comprising a 
continuous aqueous phase; 

c) removing the volatile water-immiscible solvent from the second emulsion to foi^ n a 
composition of multivesicular liposomal particles of pro dotorminod oizo rolativo to oncrgy input 
of pre-determined, uniform size distribution: aed 

d) filtering adjusting the concentration of the multivesicular liposomal particle 
composition by cross-flow filtration[[,]] ; and 

e') sterilizing the multivesicular liposomal particle composition. 
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wherein all steps are carried out under aseptic conditionsr ond wh e r e in all s olutions ar e st e r 
filtorod prior to udc, and wh e r e in th e multiv e sicular lipOGomal poiticle composition is 
immediately suitabl e for administration into humans .- 

Claim 50. (Canceled) 
Claim 5 1 . (Original) 
Claims 52-62. (Previously presented) 

—Claim 63. (New) A process for preparing a multivesicular liposomal particle 
composition, the process comprising: 

a) pre-sterilizing all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and! at 
least one neutral lipid; 

c) mixing and emulsifying said first emulsion and a second aqueous phase to provijle a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

d) removing the volatile water-immiscible solvent fi-om the second emulsion to forin a 
composition of multivesicular liposomal particles of pre-determinedj imifoim size distribution; 
and 

e) exchanging buffer in the multivesicular liposomal particle composition by cross^flow 
filtration^ 

wherein all steps are carried out under aseptic conditions. 

Claim 64. (New) A process for preparing a multivesicular liposomal particle 
composition, the process comprising: 

a) pre-sterilizing all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and at 
least one neutral lipid; 
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c) mixing and emulsifying said first emulsion and a second aqueous phase to provi* le a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

d) removing the volatile water-immiscible solvent from the second emulsion to fon n a 
composition of drug-containing multivesicular liposomal particles of pre-determined, urdfojrm 
size distribution; and 

e) removing imencapsulated drug in the multivesicular liposomal particle composit[on by 
cross-flow filtration, 

wherein all steps are carried out under aseptic conditions. 

Claim 65. (New) A process for preparing a multivesicular liposomal particle 
composition, the process comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid andjat 
least one neutral lipid; 

b) mixing and emxilsifying said first emulsion and a second aqueous phase to provi Je a 
second emulsion, said second emulsion comprising a continuous aqueou$ phase; 

c) removing the volatile water-immiscible solvent fi-om tlie second emulsion to form a 
composition of multivesicular liposomal particles of pre-determined, uniform size distribut on; 

d) exchanging buffer in the multivesicular hposomal particle composition by cross- flow 
filtration; and 

e) sterilizing the multivesicular h'posomal particle composition^ 
wherein all steps are carried out under aseptic conditions. 

Claim 66. (New) A process for preparing a multivesicular liposomal particle 
composition, the process comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid andjat 
least one neutral lipid; 
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b) mixing and emulsifying said first emulsion and a secojid aqueous phase to provi ie a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

c) removing the volatile water-immiscible solvent from tlie second emulsion to fonb a 
composition of drug-containing midtivesicular liposomal particles of pre-determined, uniform 
size distribution; 

d) removing unencapsiilated drug in the multivesicular liposomal particle composit^n by 
cross-flow filtration; and 

e) sterilizing the multivesicular liposomal particle compositioru 
wherein all steps are carried out under aseptic conditions. 

Claim 67. (New) A process for preparing a multivesicular liposomal particle 
composition, the process comprising: 

a) pre-sterilizing all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and i 
least one neutral lipid; 

c) mixhig and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion^ said second emulsion comprising a continuous aqueous phase; 

d) removing the volatile water-immiscible solvent from the second emulsion to for^ \ 
composition of mioltivesicular liposomal particles of pre-determined, uniform size distribution; 
and 

e) filtering the multivesicular liposomal particle composition by cross-flow filtratic^ to 
adjust the concentration, 

wherein all steps are carried out under aseptic conditions. 



Claim 68. (New) A process for preparing a multivesicular liposomal particle 
composition, the process comprising: 
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a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
irruniscible solvent phase, said solvent phase comprising at least one amphipathic lipid and at 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

c) removing the volatile water-inmiiscible solvent from the second emulsion to forAi a 
composition of multivesicular liposomal particles of pre-determiiied, uniform size distribut on; 

d) filtering the multivesicular liposomal particle composition by cross-flow filtratidn to 
adjust concentration; and 

e) sterilizing the multivesicular liposomal particle composition, 
wherein all steps are carried out tinder aseptic conditions. 

Claim 69- (New) A process for preparing a multivesicular liposomal particl ^ 
composition, the process comprising; 

a) pre-sterilizing all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and at 
least one neutral lipid; 

c) mixing and emulsifying said first emulsion and a second aqueous phase to provijie a 
second emulsion, said second emulsion comprising a contmuous aqueous phase; 

d) removing the volatile water-immiscible solvent from the second emulsion to foria a 
composition of multivesicular liposomal particles of pre-determined, uniform size distribut on; 
and 

e) filtering the multivesicular liposomal particle composition by cross-flow filtratidn to 
exchange buffer therein, 

wherein all steps are carried out under aseptic conditions. 

Claim 70. (New) A process for preparing a multivesicular liposomal particl 
composition, the process comprising: 
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a) pre-sterilidng all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and jat 
least one neutral lipid; 

c) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

. d) removing the volatile waier-immiscible solvent jSrom die second emulsion to forin 
composition of drug-containing multivesicular liposomal particles of pre-determined, uniform 
size distribution; and 

e) filtering the multivesicular liposomal particle composition by cross-flow filtratio|n to 

remover unencapsulated drug tlierein, 

wherein all steps are carried out under aseptic conditions- 
Claim 71, (New) A process for preparing a multivesicular liposomal particle 

composition, the process comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and jat 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to provijle a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

c) removing the volatile water-immiscible solvent from tlie second emulsion to fon a a 
composition of multivesicular liposomal particles of pre-detennined, uniform size distribut on; 

d) filtering the multivesicular liposomal particle composition by cross-flow filtratio^ to 
exchange buffer; and 

e) sterilizing the multivesicular liposomal particle composition, 
wherein all steps are carried out imder aseptic conditions. 

Claim 72. (New) A process for preparing a multivesicular liposomal particle 
composition J the process comprising: 
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a) providing a first emulsion by mixing a first aqueous phase and a volatile water 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid andjat 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to provi^( 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

c) removing the volatile water-inxmiscible solvent from tlie second emulsion to fon a 
composition of dmg-containing multivesicular liposomal particles of pre-determined, uniform 
size distribution; 

d) filtering the multivesicular liposomal particle composition by cross-flow filtraticjn to 
remove unencapsulated drug; and 

e) sterilizing the multivesicular liposomal particle composition^ 
wherein all steps are carried out under aseptic conditions. 



Claim 73. (New) The process of any of claims 1, 63, 64, 67, 69 or 70 wherein pre 
sterilization of all composition ingredients is conducted by filtration through a filter having 
at least as small as 0.22 |im. 



Claim 74, (New) A method for increasing the yield of a process for making a 
multivesicular liposomal composition, the method comprising: 

a) pre-sterilizing all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase> said solvent phase comprising at least one amphipathic lipid andbt 
least one neutral lipid; 

c) mixing and emulsifying said first emulsion and a second aqueous phase to provi<|e a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

d) removing the volatile water-immiscible solvent from the second emulsion to forin a 
composition of multivesicular liposomal particles of pre-determined, uniform size distribution; 
and 
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e) adjusting the concentration of the multivesicular liposomal particle composition py 



cross-flow filtration, 

wherein all steps are carried out under aseptic conditions. 



Claim 75. (New) A method for increasing the yield of a process for making a 
multivesicular liposomal composition, the method comprising: 

a) pre-sterilizing all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and|at 
least one neutral lipid; 

c) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

d) removing the volatile water-immiscible solvent from the second emulsion to forAi a 
composition of multivesicular liposomal particles of pre-determinedj uniform size distribut on; 
and 

e) exchanging the buffer of the multivesicular liposomal particle composition by crbss- 
flow filtration, 

wherein all steps are carried out under aseptic conditions. 

Claim 76. (New) A method for increasing the yield of a process for making a 
multivesicular liposomal composition, the method comprising: 

a) pre-sterilizing all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid andjat 
least one neutral lipid; 

c) mixing and emulsifying said first emulsion and a second aqueous phase to provi^^e a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 
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d) removing the volatile water-immiscible solveht from the second emulsion to for^ a 
composition of drug-containing multivesicular liposomal particles of pre-determined, uniform 
size distribution; and 

e) removing unencapsulated drug in the multivesicular liposomal particle composition by 
cross-flow filtration, 

wherein alt steps are carried out under aseptic conditions. 

Claim 77. (New) A metliod for increasing the yield of a process for making a 
multivesicular liposomal composition, the method comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and {at 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

c) removing the volatile water-immiscible solvent from the second emulsion to fonii a 
composition of multivesicular liposomal particles of pre-determined, uniform size distribut on; 

d) adjusting the concentration of the multivesicular liposomal particle composition jby 
cross-flow filtration; and 

e) steriUzing the multivesicular liposomal particle composition, 
wherein all steps are carried out under aseptic conditions. 



Claim 78, (New) A method for increasing the yield of a process for making a 
multivesicular liposomal composition, the method comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid andiat 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 
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c) removing the volatile water-imini$cible solvent from the second emulsion to fon a a 
composition of multivesicular Hposomal particles of pre-determined, uniform size distribut on; 

d) exchanging buffer in the multivesicular liposomal particle composition by cross-jflow 
filtration; and 

e) sterilizing the multivesicular liposomal particle composition^ 
wherein all steps are carried out under aseptic conditions. 

Claim 79- (New) A method for increasing the yield of a process for making a 
multivesicular liposomal composition, the method comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and at 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

c) removing the volatile water-immiscible solvent from the second emulsion to fonji a 
composition of drug-containing multivesicular liposomal particles of pre-determined, unifopn 
size distribution; 

. d) removing unencapsulated drug in the multivesicular liposomal particle composition 
by cross-flow filtration; and 

e) sterilizing the multivesicular liposomal particle composition^ 
wherein all steps are carried out under aseptic conditions. 

Claim 80. (New) A method for increasing the yield of a process for making a 
multivesicular liposomal particle composition, the process comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and ^t 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emulsion comprising a continuoiis aqueous phase; 
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c) removing the volatile water-immiscible solvent from the second emulsion to 
composition of drug-containing multivesicular liposomal particles of pre-determined, unifojm 
size distribution; 

d) filtering the multivesicular liposomal particle composition by cross-flow filtratioh to 
perform at least one process selected firom the group consisting of concentration adjustment , 
buffer exchange and removal of imencapsulated drug; and 

e) sterilizing the multivesicxilar liposomal particle composition, 
wherein all steps are carried out imder aseptic conditions. 

Claim 8 1 . (New) A method for increasing the yield of a process for making a 
multivesicular liposomal particle composition, the process comprising: 

a) pre-sterilizing all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and jat 
least one neutral lipid; 

c) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

d) removing the volatile vrater-immiscible solvent fcom die second emulsion to fonh a 
composition of drug-containing multivesicular liposomal particles of pre-determined, uniform 
size distribution; and 

e) filtering the multivesicular liposomal particle composition by cross-flow filtratioti to 
perform at least one process selected fix)m the group consisting of concentration adjustmem^ 
buffer exchange and removal of unencapsulated drug, 
wherein all steps are carried out under aseptic conditions. 

Claim 82. (New) A product produced in accordance with tlie process of claim 1. 

Claim 83. (New) A product produced in accordance with the process of claim 49. 
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Claim 84. (New) In a process for preparing a multivesicular liposomal composition 
comprising a sterilization step, preparation of first and second emulsion steps, and a solven 
removal step, the improvement comprising the further step of cross-flow filtration to adjust 
concentration. 

Claim 85. (New) In a process for preparing a multivesicular liposomal compositioD 
comprising a sterilization step, preparation of first and second emulsion steps, and a solven 
removal step, the improvement comprising the further step of cross-flow filtration to perfor n 
buffer exchange. 

Claim 86. (New) In a process for preparing a drug-containing multivesicular liposomal 
composition comprising a sterilization step, preparation of first and second emvilsion steps, (and a 
solvent removal step, the improvement comprising the further step of cross-flow filtration tj? 
remove unencapsulated dmg. 

Claim 87, (New) In a process for preparing a multivesicular liposomal compositior 
comprising a sterilization step, preparation of first and second emulsion steps, and a solven ; 
removal step, tlie improvement comprising tlie further step of adjusting concentration by ci ?ss- 
flow filtration. 

Claim 88. (New) In a process for preparing a multivesicular liposomal composition 
comprising a sterilization step, preparation of first and second emulsion steps, and a solven 
removal step, the improvement comprising the further step of performing buffer exchange 
cross-flow filtration. 

Claim 89. (New) In a process for preparing a drug-containing multivesicular liposomal 
composition comprising a sterilization step, preparation of fu^ and second emulsion steps, and a 
solvent removal step, the improvement comprising the further step of removing unencapsu|ated 
drug by cross-flow filtration.— 
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